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Chronicmyeloidleukemia(CML)isaclonalmyeloproliferativedisorderresultingfifomthe
neoplastictransfbrmationofhematopoieticstemcells(HSCs).Thisdiseaseconsistsoftriphasic
process,achronicphase,anacceleratedphase,andateFminalblastcrisis・Morethan90%ofall
CMLcasesareassociatedwiththepresenceofthePhiladelphiachromosome.Thischromosome
resultsfifomareciprocaltranslocationbetweenchromosomes9and22,andfbrmsthebreakpoint
clusterregionwithaconstimtivelyactivatedtyrosinekinase,BCR-ABLfUsionprotein,theprotein
whichisapathogenicmoleculeinCML.MurineCML-likemyeloproliferativediseasecanbe
inducedbytransferringprimitiveboneman･ow(BM)cells,whicharetransducedwithhuman-
derivedBCR-ABLoncogene,tolethallyirradiatedhost.Thisexperimentalmodelhasbeen
generallyusedfbrtheanalysisofCMLpathophysiology.However,inthismodel,when
intravenouslymjected,donorBCR-ABL+leukemiccellshometodevastatingBMtogrowand
developCML,becauselethalirradiationbreaksdowncompletelynormalhematopoieticsystem.
Thus,thismodelisnothelpfilltoelucidatetheroleofnonnalhematopoieticsysteminCML
pathophysiology,especiallyinitsinitiationphase,whenasmallnumberofleukemiacellsco-exist
withnormalhematopoieticcellsinBM.Inthisstudy,wehavesucceededincausingamarked
leukocytosisresemblingCML,innon-irradiatedandBM-preservedhostbydirecttransplantation
ofBCR-ABL+leukemcproJnitorcellsintoBMcavityThisnovelmodelwillbeusefUltoclarify
theinteractionbetweennonnalhematopoieticsystemandleukemccells,particularlyintheearly
phaseofCMLdevelopment.
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